I have read with interest the recent review paper by Southward and colleagues \[[@B1-nutrients-10-01736]\]. While acknowledging that this was not the main focus of the paper, the authors attempted to estimate the average number of non-responders to caffeine ingestion in studies that investigated the effects of caffeine on time-trial performance \[[@B1-nutrients-10-01736]\]. Southward and colleagues \[[@B1-nutrients-10-01736]\] suggested that there might up to 33% of those who do not enhance performance following caffeine ingestion (i.e., non-responders). The authors came to this estimate by examining the change in performance following caffeine and placebo ingestion from the individual responses in several studies that reported these data. They used an approach where each participant that did not perform better on caffeine (as compared to placebo) was deemed as a non-responder. However, the authors did not consider that some of these individual differences between the caffeine and placebo conditions might have been merely an error of the measurement of the performance tests and not a true lack of response. Therefore, I believe that some additional discussion is needed to avoid confusion on this topic and to clarify the interpretation of these results.

1. Reliability of the Exercise Protocol {#sec1-nutrients-10-01736}
=======================================

Reliability refers to the reproducibility of values of a given test \[[@B2-nutrients-10-01736]\]. In sport and exercise science, reliability is commonly determined by the error of measurement using the coefficient of variation (expressed as the percentage of the mean) \[[@B2-nutrients-10-01736]\]. If we examine the same set of studies as Southward et al. \[[@B1-nutrients-10-01736]\], while factoring in the coefficient of variation for the performance tests (for studies that provided these data), it becomes clear that the percentage of those that did not enhance performance following caffeine ingestion reduces from the initially suggested 33% to only 5% ([Table 1](#nutrients-10-01736-t001){ref-type="table"}) \[[@B3-nutrients-10-01736],[@B4-nutrients-10-01736],[@B5-nutrients-10-01736],[@B6-nutrients-10-01736],[@B7-nutrients-10-01736],[@B8-nutrients-10-01736],[@B9-nutrients-10-01736],[@B10-nutrients-10-01736],[@B11-nutrients-10-01736],[@B12-nutrients-10-01736],[@B13-nutrients-10-01736],[@B14-nutrients-10-01736],[@B15-nutrients-10-01736],[@B16-nutrients-10-01736],[@B17-nutrients-10-01736],[@B18-nutrients-10-01736],[@B19-nutrients-10-01736],[@B20-nutrients-10-01736],[@B21-nutrients-10-01736]\]. While such an amount is low, I would further question if there are really non-responders to the ergogenic effects of caffeine ingestion on exercise performance or if such inferences are an over-extrapolation of the results from the current body of evidence.

2. Using Multiple Exercise Tests When Examining the Effects of Caffeine {#sec2-nutrients-10-01736}
=======================================================================

We have reported that caffeine ingestion in the dose of 6 mg/kg enhanced lower-body one-repetition maximum (1RM) strength and upper-body ballistic performance \[[@B22-nutrients-10-01736]\]. A scrutiny of the individual data from our study shows the problems when classifying responders and non-responders solely based on the results from one test. The figures provided in that paper indicate that participant number 8 experienced a 7% decrease in 1RM strength following caffeine ingestion (as compared to placebo). In contrast to the results for strength, the same participant experienced a 4% increase in upper-body ballistic performance following the ingestion of caffeine. If we were to present findings from only one test of performance the same participant can be classified as a non-responder to caffeine (based on the strength data) or as a responder (based on the ballistic performance data). Therefore, it becomes clear that caffeine might not enhance performance in one test while being effective in another. Classifying an individual as a non-responder to caffeine while focusing on the results from only one performance test may undermine the effects of caffeine that the same individual might experience in a different exercise task. These concepts can be juxtaposed with the findings by Churchward-Venne et al. \[[@B23-nutrients-10-01736]\] who reported no non-responders to a resistance training program when using several different test of performance (e.g., strength assessment in different exercise, chair-raise time, changes in lean body mass) given that each participant improved in at least some of the employed tests.

3. Using the Same Exercise Test with Different Doses of Caffeine {#sec3-nutrients-10-01736}
================================================================

Jenkins et al. \[[@B24-nutrients-10-01736]\] tested the effects of 1, 2, and 3 mg/kg of caffeine on cycling performance. On average, their results indicated that only a 2 mg/kg dose of caffeine was effective for acute increases in cycling performance. However, the individual data presented in this study provided some very insightful findings. For instance, participant number 7 had a 6% decrease in performance following the ingestion of 1 mg/kg of caffeine. If Jenkins et al. \[[@B24-nutrients-10-01736]\] only used this dose of caffeine, this individual would be classified as a non-responder. However, in the 3 mg/kg caffeine condition, this participant improved cycling performance by +10%, and, if the researchers used only this dose of caffeine, the same participant would be considered as a high-responder to caffeine. While there are participants from the study by Jenkins et al. \[[@B24-nutrients-10-01736]\] that did not improve performance with any of the three caffeine doses, it is possible that higher doses of caffeine (e.g., 4--6 mg/kg) would elicit an acute improvement in performance even in these individuals. Some of these initial observations suggest that if an individual does not respond to a specific dose of caffeine, it would be erroneous to classify him as a non-responder given that a different dose (higher or lower) might be highly effective even in the same exercise task.

4. Repeated Testing Using the Same Exercise Test and the Same Dose of Caffeine {#sec4-nutrients-10-01736}
==============================================================================

Astorino et al. \[[@B25-nutrients-10-01736]\] tested the same group of participants, using the same exercise test (cycling time-trial), and the same caffeine dose (5 mg/kg) on two different occasions. The results obtained by Astorino et al. \[[@B25-nutrients-10-01736]\] suggested that the effects of caffeine are repeatable in the majority of the participants as most tended to improve performance on both caffeine conditions. More importantly, the individual data presented in that study suggests that one participant improved cycling performance only in the second administration of the 5 mg/kg caffeine dose. Accordingly, if the study reported only the results from the first administration of caffeine, this participant would be considered as a non-responder. By contrast, if only the results from the second testing were reported, the same participant would be classified as a responder to caffeine. While working with limited data, these initial results imply a possible 'learning effect' for caffeine which needs to be considered when interpreting individual data.

5. Conclusions {#sec5-nutrients-10-01736}
==============

As discussed herein, the estimate by Southward et al. \[[@B1-nutrients-10-01736]\] that there might be up to 33% of those that do not respond to caffeine ingestion might be an over-extrapolation of the current data. In fact, the number of those that do not respond to caffeine might be minimal given that using a different test of performance, changing the dose of caffeine, conducting repeated measures with the same test and the same dose of caffeine on different occasions (i.e., providing a 'learning effect' period), or possibly even adjusting the timing of caffeine ingestion based on genotype (as already nicely highlighted by Southward et al. \[[@B1-nutrients-10-01736]\]) might change a response to caffeine ingestion from a negative to a positive. To expand our current knowledge on the variation in responses to caffeine ingestion future studies should consider presenting the individual responses, and the interpretation of these responses should reflect some of the information presented herein.
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###### 

Revised analysis of the prevalence of non-responders to the ergogenic effects of caffeine ingestion on exercise performance (based on the review by Southward et al. \[[@B1-nutrients-10-01736]\]).

  Reference                                                        Number of Non-Responders as Classified by Southward et al. \[[@B1-nutrients-10-01736]\]   Coefficient of Variation for the Performance Test   Number of Non-Responder While Factoring in the Range of the Error of the Measurement (for Studies That Provided These Data)
  ---------------------------------------------------------------- ----------------------------------------------------------------------------------------- --------------------------------------------------- -----------------------------------------------------------------------------------------------------------------------------
  Acker-Hewitt et al. \[[@B3-nutrients-10-01736]\]                 2/10                                                                                      1.4%                                                0/10
  Astorino et al. \[[@B4-nutrients-10-01736]\]                     3/16                                                                                      1.5%                                                1/16
  Astorino et al. \[[@B5-nutrients-10-01736]\]                     1/9                                                                                       2.5%                                                0/9
  Beaumont et al. \[[@B6-nutrients-10-01736]\]                     1/8                                                                                       Not reported                                        Unable to determine
  Christensen et al. \[[@B7-nutrients-10-01736]\]                  4/12                                                                                      Not reported                                        Unable to determine
  Church et al. \[[@B8-nutrients-10-01736]\]                       8/20                                                                                      Not reported                                        Unable to determine
  Desbrow et al. \[[@B9-nutrients-10-01736]\]                      3/9                                                                                       Not reported                                        Unable to determine
  Desbrow et al. \[[@B10-nutrients-10-01736]\]                     4/16                                                                                      Not reported                                        Unable to determine
  Gonçalves et al. \[[@B11-nutrients-10-01736]\]                   6/40                                                                                      2.9%                                                4/40
  Graham-Paulson et al. \[[@B12-nutrients-10-01736]\]              1/11                                                                                      Not reported                                        Unable to determine
  Guest et al. \[[@B13-nutrients-10-01736]\] 2 mg/kg               38/101                                                                                    Not reported                                        Unable to determine
  Guest et al. \[[@B13-nutrients-10-01736]\] 4 mg/kg               32/101                                                                                    Not reported                                        Unable to determine
  O'Rourke et al. \[[@B14-nutrients-10-01736]\]                    3/30                                                                                      Not reported                                        Unable to determine
  Pitchford et al. \[[@B15-nutrients-10-01736]\]                   2/9                                                                                       Not reported                                        Unable to determine
  Roelands et al. \[[@B16-nutrients-10-01736]\]                    4/8                                                                                       Not reported                                        Unable to determine
  De Alcantara Santos et al. \[[@B17-nutrients-10-01736]\]         2/8                                                                                       0.9%                                                1/8
  Skinner et al. \[[@B18-nutrients-10-01736]\]                     1/14                                                                                      0.9%                                                0/14
  Stadheim et al. \[[@B19-nutrients-10-01736]\]                    2/10                                                                                      3.2%                                                0/10
  Stadheim et al. \[[@B20-nutrients-10-01736]\]                    4/13                                                                                      2%                                                  0/13
  Womack et al. \[[@B21-nutrients-10-01736]\]                      3/35                                                                                      Not reported                                        Unable to determine
  Pooled number of participants and the number of non-responders   6/120 (5%)                                                                                                                                    
